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EXAMINER'S AMENDMENT 

1 . An examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 CFR 1 .312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

-r - -~.~*< «■--•. 

Page 1 , after the Title, the following paragraph has been inserted: - 

This application is a 371 of PCT/EP00/05969 filed 'June 26, 2000. 



Authorization for this examiner's amendment was given in a telephone interview 
with Mr. James Ruland on January 12, 2004. 

The application has been amended as follows: 

Claim 1 has been amended to read as: - 
1 . An 1 1 p-substituted estratriene of formula I 

%. or™ 



in which 
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R 3 means a hydrogen atom, a hydrocarbon radical with up to 8 carbon atoms or a 
radical of partial formula R 3 »C(0)--, in which R 3 ' means a hydrogen atom or a 
hydrocarbon radical with up to 8 carbon atoms or a phenyl radical, 

R 1 1 means a radical of formula -A-B-Z-R 20 , 
in which 

A stands for a direct bond, and 

B stands for a straight-chain or branched-chain alkylene, alkenylene or 

alkinylene group with 4, 5 or 6 carbon atoms, 
Z stands for -NR 21 - and R 21 stands for a d- C3 alkyl group, 

whereby R 20 means 

a hydrogen atom, 

a straight-chain or branched-chain alkyl, alkenyl or alkinyl group 
with up to 10 carbon atoms, 

-D-C n F2n+i, whereby D is a straight-chain or branched-chain 
alkylene, alkenylene or alkinylene group with up to 8 carbon atoms 
and n is an integer from 1 to 8, 

-D-aryl, whereby D has the already indicated meaning, and aryl 
stands for a phenyl, 1 - or 2-naphthyl radical or a heteroaryl radical 
that is optionally substituted in one or two places, 
-L-CH=CF-C p F2p+i, whereby L is a straight-chain or branched- 
chain alkylene, alkenylene or alkinylene group with up to 7 carbon 
atoms and p is an integer from 1 to 7, 
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whereby in the three cases above in D or L, a methylene 
group can be replaced by a sulfur atom, a sulfone group or 
a sulfoxide group, 

-D-0-(CH 2 )q-aryl, whereby D and aryl have the already indicated 

meanings, and q is 0, 1 , 2 or 3, 

-D-0-(CH2)rCnF 2 n + i, whereby D and n have the already indicated 

meanings, and r stands for an integer from 1 to 5, 

whereby in addition in all relevant cases above, R 21 
together with D with the inclusion of the nitrogen atom 
can then form a pyrrolidine ring that is substituted in 2- or 
3-position, 

or 

R 20 and R 21 with the nitrogen atom to which they are bonded form 
a saturated or unsaturated heterocyclic compound with 5 or 6 
chain links, which optionally contains one or two additional 
heteroatoms, selected from nitrogen, oxygen and sulfur, and 
optionally is substituted, 
and 

R 17a in a- or p-position means a hydrogen atom, a C1-5 alkyl, a C2-5 alkenyl or a 
C2-5 alkinyl group or a trifluoromethyl group, or together with the radical OR 17b means a 
keto-oxygen atom, and 

R 17b means a hydrogen atom or a radical of partial formula R 17 ' ~C(0)~, in which 
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R 17 ' means a hydrogen atom or a hydrocarbon radical with up to 8 carbon atoms. 



Claim 5 has been amended to read as: -- 

5. An 1 1 p-substituted estratriene according to claim 1 , in R 11 is selected from the 
group of the following side chains 

-(CH2) 5 N(CH 3 )-(CH2)3-S-(CH2)3C 2 F 5 , 

-(CH 2 )5NH-(CH2)3-S-(CH2)3C2F 5l 

-(CH 2 )5N(CH3)-(CH 2 ) 3 -S-CH 2 -2-Pyridyl, 

-(CH 2 )5N(CH3)-(CH 2 )3-SO-CH 2 -2-Pyridyl, 

-(CH 2 ) 5 N(CH3)-(CH 2 )3-S-CH 2 -p-CF3-Phenyl, 

-(CH 2 ) 5 N(CH 3 )-(CH 2 )3-SO-CH 2 -p-CF3-Phenyl, 

-(CH 2 ) 5 -[2-pyrrolidine-1-yl]-CH 2 -S-p-CF 3 -Phenyl, 

-(CH 2 ) 5 -[2-pyrrolidine-1-yl]-CH 2 -SO-p-CF 3 -Phenyl, 

-(CH 2 )5N(CH 3 )(CH 2 ) 3 C 2 F5, 

-(CH 2 ) 5 N(CH 3 )(CH 2 ) 6 C 2 F5, 

-(CH 2 ) 5 N(CH3)(CH 2 ) 7 C 2 F 5 , 

-(CH 2 ) 5 N(CH 3 )(CH 2 ) 8 C 2 F 5 , 

-(CH 2 )6N(CH3)(CH2)6C2F 5l 

-(CH2)6N(CH 3 )(CH 2 )7C2F 5 , 

-(CH2)6N(CH 3 )(CH 2 )8C 2 F5, 
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-(CH 2 )5N(CH3)(CH2) 2 C 4 F 9 , 

-(CH 2 )5N(CH3)(CH2)3C 6 Fi3, 

-(CH 2 )5N(CH3)(CH 2 )3C8Fi 7l 

-(CH 2 ) 5 N(CH3)(CH2)6C 4 F9, 

-(CH 2 ) 5 N(CH3)(CH 2 ) 6 C6F 13 , 

-(CH 2 ) 5 N(CH3)(CH 2 )6C 8 Fi7, 

-(CH 2 ) 5 N(CH 3 )H, 

-(CH 2 ) 5 N(CH 3 )(CH 2 ) 9 H, 

-(CH 2 )5N(CH3)CH 2 CH=CF-C 2 F 5) 

-(CH 2 ) 5 N(CH 3 )CH 2 CH=CF-C 3 F7, 

-(CH 2 )5N(CH3)CH 2 CH=CF-C5Fii ) 

-(CH 2 )5N(CH3)CH 2 CH=CF-C7F 15 , 

-(CH 2 ) 5 -1-Pyrrolidinyl, 

-(CH 2 ) 5 N(CH 3 )(CH 2 )30Phenyl, 

-(CH 2 ) 5 N(CH 3 )(CH2)30Benzyl, 

-(CH 2 ) 5 N(CH 3 )(CH2)30(CH 2 )3C 2 F5, 

-(CH 2 ) 5 N(CH 3 )(CH 2 )3CH(CH 3 ) 2 , 

-(CH^sNCCH^CCH^-Pyridyl, 

-(CH 2 )5N(CH3)(CH 2 )3-Phenyl, 

-(CH 2 ) 5 N(CH 3 )(CH 2 )3-p-Tolyl, 

-(CH 2 ) 5 N(CH 3 )(CH 2 )3-p-ethoxyphenyl, 

-(CH 2 ) 5 N(CH 3 )(CH2)3-p-Tolyl, 
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-(CH2)5N(CH 3 )(CH 2 )3-p-Chlorophenyl, or 
-(CH 2 )5N(CH 3 )(CH2)3-0-CH2-Phenyl. 



Claim 6 has been amended to read as: - 
6. A compound of claim 1 which is 

1 1 p-[5-(methyl {3-[(4,4,5,5 ) 5-pentafluoropentyl)sulfanyl]-propyl}amino)pentyl] 

estra-1 ,3,5(1 0)-triene-3, 1 7p-diol, 

11p-(5-{3-[(4,4,5,5,5-pentafluoropentyl)sulfanyl]-propylamino}pentyl]estra- 

1, 3,5(1 0)-triene-3,17p-diol, 

1 1p-[5-(methyl {3-[(2-pyridylmethyl)sulfanyl]propyl}-amino)pentyl]estra-1 ,3,5(10)- 

triene-3,17p-diol, 

1 1 p-(5-{methyl{3-[(2-pyridylmethyl)sulfonyl}propyl}amino)pentyl]estra-1 ,3,5(1 0)- 
triene-3,17p-diol, 

1 1 p-[5-(methyl {3-[4-trifluoromethyl)benzylsulfanyl]-propyl}-amino)pentyl]estra- 

1, 3,5(1 0)-triene-3,17p-diol, 

11p-[5-(methyl{3-[4-(trifluoromethyl)benzylsulfiny!]propyl}-amino)pentyl]estra- 

1,3,5(10)-triene-3,17p-diol, 

1 1 p-{5-[(2S)-2-{[4-(trifluoromethyl)phenyl]sulfanyl-methyl}pyrrolidine-1 - 

yl]pentyl}estra-1 ,3,5(1 0)-triene-3, 1 7p-diol, 
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1 1 p^54(2S)-2-{[4-(trifluoromethyl)phenyl]sulfinyl-methyl}pyrrolidine-1 - 
yl]pentyl}estra-1 ,3,5(1 0)-triene-3,17p-diol, 

1 1 p-{5-[methyl-(8,8,9,9,9-pentafluoro-nonyl)amino]-pentyl}-estra-1 ,3,5(1 0)-triene- 
3,17p-diol, 

1 1 p-{5-[methyl-nonyl-amino]pentyl}-estra-1 ,3,5(1 0)-triene-3,1 7p-diol, 
1 1 p-{5-[methyl-(9,9, 1 0, 1 0, 1 0-pentafluoro-decyl)-amino]-pentyl}-estra-1 ,3,5(1 0)- 
triene-3,17p-diol, 

1 1 p-{6-[methyl-(8,8,9,9,9-pentafluoro-nonyl)-amino]-hexyl}-estra-1 ,3,5(1 0)-triene- 
3,17p-diol, 

1 1 p-{6-[methyl-(9,9,1 0, 1 0, 1 0-pentafluoro-decyl)amino]-hexyl}-estra-1 ,3,5(1 0)- 
triene-3,17p-diol, 

1ip-[5-(methyl-amino)-pentyl]-estra-1, 3,5(1 0)-triene-3,17p-diol, 

1 1 p-(5-pyrrolidine-1 -yl-pentyl)-estra-1 ,3,5(1 0)-triene-3, 1 7p-diol, 

11p45-[methyl-(4,4,5,5,5-pentafluoro-pentafluoro-pentyl)-amino}pentyl}-estra- 
1 ,3,5(1 0)-triene-3,17p-diol, 

11p454methyl-(4,4,5,5,6,6,7,7,8,8,9,9,9-tridecafluoro-nonyl)-amino]-pentyl}- 
estra-1 ,3,5(1 0)-triene-3, 1 7p-diol, 

1 1 p-{5-[(4,4,5,5,6,6,7,7,8,8,9,9, 1 0, 1 0,1 1 , 1 1 , 1 1 -heptadecafluoro-undecyl)-methyl- 
amino]-pentyl}-estra-1 ,3,5(1 0)-triene-3, 1 7p-diol, 

11p-{5-[methyl-(3,3,4, 4,5,5,6,6, 6-nonafluoro-hexyl)-amino]-pentyl}-estra- 
1,3,5(10)-triene-3,17p-diol, 
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llp^S-Imethyl^ZJ.S.S.S-pentafluoro-octyO-aminol-pentylJ-estra-l ,3,5(1 0)-triene- 
3,17p-diol, 

1 1 p-{6-[methyl-(7,7,8,8,8-pentafluoro-octyl)-amino]-hexyl}-estra-1 ,3,5(1 0)-triene- 
3,17p-diol, 

1 1 p-{5-[methyl-(7,7,8,8, 9,9, 1 0, 1 0, 1 0-nonaf luoro-decyl)-amino]-pentyl}-estra- 
1, 3,5(1 0)-triene-3,17p-diol, 

1 1 p-{5-[methyl-(7,7,8,8, 9,9, 1 0, 1 0, 1 1 , 1 1 , 1 2, 1 2, 1 2-tridecafluoro-dodecyl)-amino]- 
pentyl}-estra-1 , 3, 5( 1 0)-triene-3, 1 7p-diol , 

1 1 p-{5-[(7,7,8,8,9, 9, 1 0, 1 0, 1 1 , 1 1 , 1 2, 1 2, 1 3, 1 3, 1 4,1 4,1 4-heptadecafluoro- 
tetradecyl)-methyl-amino]-pentyl}-estra-1 ,3,5(1 0)-triene-3, 1 7p-diol, 

1ip^54(3,4,4,5,5,5-hexafluoro-pent-2-enyl)-methyl-amino)-pentyl}-estra- 
1, 3,5(1 0)-triene-3,17p-diol, 

11p^5-[(3,4,4,5,5,6,6,7,7,8,8,8-dodecafluoro-oct-2-enyl)-methyl-amino]-pentyl}- 
estra-1 ,3,5(1 0)-triene-3, 1 7p-diol, 

1 1 p-{5-[(3,4,4, 5,5,6,6,7,7,8,8,9,9, 1 0, 1 0, 1 0-hexadecafluoro-dec-2-enyl)-methyl- 
amino}-pentyl}-estra-1 ,3,5(1 0)-triene-3,17p-diol, 

1ip-{5[methyl(3-phenoxy-propyl)-amino]-pentyl}-estra-1, 3,5(1 0)-triene-3,17p-diol, 

1 1 p-{5-[(3-benzyloxy-propyl)-methyl-amino]-pentyl}-estra-1 ,3,5(1 0)-triene-3, 17p- 

diol, 

11p-{5-{N-methyl-N-3-(4,4,5,5,5-pentafluoropentyloxy)-propylamino]-pentyl}- 
estra-1 ,3,5(1 0)-triene-3,1 7p-diol, 
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11p45-[methyl-2-p4olyl-ethyl)-amino]-pentyl}-estra-1,3,5(10)4riene-3J7p-diol, 
1 1 p-(5- {[2-(4-ethoxy-phenyl)-ethyl]-methyl-amino}-pentyl)-estra-l, 3,5(1 0)-triene- 
3,17p-diol, 

1ip^5-[methyl-(3-phenyl-propyl)-amino]-pentyl}-estra-l,3,5(10Hriene-3,17p-d 
1 1 p-{5-[methyl-(3-pyridin-3-yl-propyl)-amino]-pentyl}-estra-l,3,5(1 0)-triene-3, 1 7p- 

diol, 

1 1 p-{5-[methyl-(3-p-tolyl-propyl)-amino]-pentyl}-estra-1 ,3,5(1 0)-triene-3,1 7p-diol, 
1 1 p-(5-{[3-(4-chloro-phenyl)-propyl]-methyl-amino}-pentyl)-estra-l, 3,5(1 0)-triene- 
3,17p-diol, 

1 1 p-(5-{[3-(4-ethoxy-phenyl)-propyl]-methyl-amino}-pentyl)-estra-l, 3,5(1 0)-triene- 
3,17p-diol, or 

1 1 p{5[methyl-(4-methyl-pentyl)-amino]-pentyl}-estra-l,3,5(1 0)-triene-3, 1 7p-diol. 



Claim 1 1 has been amended to read as: - 

11. A method of providing an antiestrogenic action comprising administration an 
effective amount of a compound according to claim to a patient in need thereof. 



Claim 13 has been cancelled. 
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Claim 14 has been amended to read as: - 

14. A method of treating osteoporosis, or pre-, peri- or post-menopause comprising 
administrating an effective amount of a compound according to claim 1 to a patient in 
need thereof. 



Claim 15 has been amended to read as: - 

15. A method of providing hormone replacement therapy comprising administering 
an effective amount of a compound according to claim 1 to a patient in need thereof. 



Telephone Inquiry 

2. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Barbara P. Badio, Ph.D. whose telephone number is 
703-308-4595. The examiner can normally be reached on M-F from 6:00am-3:30pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman Page can be reached on 703-308- 2927. The fax phone number 
for the organization where this application or proceeding is assigned is (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
1235. 
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Note: As of February 2, 2004, the examiner can be reached at (571 )-272-0609 and her 
supervisor at (571 )-272-0602. 



(Barbara P. Badio, Ph.D. 
Primary Examiner 
Art Unit 1616 



BB 

January 14, 2004 



